II. AMENDMENTS TO THE CLAIMS : 

1. (Currently Amended) Nitrooxyderivatives or salts thereof of hav i ng tho fo ll ow i ng 
general formula (I) 



wh e r ei n oO is 0 or 1 ; 

bO i s 0 or 1 , with tho prov i so that cO and bO can not be simultaneous l y 0; 
kO i s 0 or 1 ; 

R i s tho radica l of an analges i c drug for chronic pa i n; 

Ri c [[, being]] |s H or straight or branched a l ky l with from 1 to 5 carbon atoms ; 

K i s (CO) or tho bivalont radical (1C) having th e fol l ow i ng formula: 



wh e r ei n tho carbony l group is bound to T * ; R t and R' t , same or d i fferent, aro H, C^ -G: 

alky l , pheny l or bonzy l , COOR y , i n wh i ch R y - H, C+-G w a l ky l , phenyl, bonzy l ; 

B - Tg -Xz-Te* wh e r ei n 

T B - (CO) or X, in which X - O, S, NH; 

with the proviso that: 

when bO - 1 and kO - 0, thon T B ^4€Q)i 

wh e n bO - 1 and kO - 1 , being K - (CO), thon T B - X as d e f i ned abov o ; 



R- NR^-(C)-NO, (\) 




(1-C) 
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i i 

Tgt - (CO) or (X), wh e r ei n X i s as d e fin e d abovo; 
when cO ~ 0, th o n T a ~ 0 ; 

X 2 i s such a b i va le nt br i dging group such as th o corr e sponding precursor of B, having tho 
formula Z Tb -X^-Tbi Z' in which Z, Z' are indopondont l y H or OH, i s sel e ct e d from tho 
fo ll ow i ng compounds: 

Am i noacids: L carnos i n e (C I ), pen i cillam i ne (CV), N acoty l pen i cil l am i no (CVI), 

cyste i n e (CV II ), N acety l cyste i ne (CVI II ): 



O 




(GVI) (GVU) (GVW) 

Hydroxyac i ds: ga l l i c acid (D l ), forul i c ac i d (Dll), g e nt i s i c ac i d (D ill ), oaffoic acid 

(DV), hydro caffoic acid (DV I ), p coumar i c ac i d (DVII), van illi c ac i d (DV I II), syr i ngic ac i d 
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1 I 




o 



HO 







r ^oh 









COOH 




aromatic — po l ya l ooho l o: — hydroquinono — (EVII I ), — m e thoxyhydroqu i nono — (EX4)r 
hydroxyhydroqu i nono (EXI I ), conyf e ryl a l coho l (EXXX I I), A hydroxyph o n o ty l 
a l cohol (EXXX I II), p coumar i c a l coho l (EXXX I V): 



OMe 



HO 
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C = bivalent radical hav i ng th o of formula -T c -Y 
wherein 

T c - (CO) or X bo i ng as dof i nod abov o; 
with tho prov i so that wh e n bO ~0 and kO - 1: 

-^ 6 -(C0) whonK-(1C), 

-T 6 ~ X as dofinod abov e wh o n K ~ (CO); and 
Y is has on e of tho fo ll ow i ng mean i ngs: 

Rtix Rtiix 
I I 

fGj^— ¥ 3 — {e^-© — m 

Rtix' Rtiix' 

wh e r e in: 

n I X i s an i nt e g e r of from 0 to 5; 
nllX is an i nt e ger of from 1 to 5; 

Rt>x7-Rt<x!^-Rtux^-Rthx i, th e samo or different, aro H or stra i ght or branohod Ci -CraJkyH 
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¥ 3 i s a saturat e d, unsaturat e d or aromat i c h e t e rocyclic ring w i th 5 or 6 atoms, conta i n i ng 
on e to thr ee h e t e roatoms, sa i d het e roatoms b e ing th e sam e or d i ff e r e nt and s ele ct e d 
from n i trog e n, oxygon or su l phur; 
or Y may bo: 

an alkylenoxy group -R'O- in which R' is straight or branched C r C 2 o a [[or]] a 
cycloalkylene with from 5 to 7 carbon atoms, or , and wher ei n i n cycloa l ky le no r i ng ono or 
mor e carbon atoms can be rep l ac e d by h e teroatoms and tho r i ng may present c i do 
cha i ns of R' typo, R' boing as def i n e d abovo ; 
or on e of th e fo ll ow i ng groups: 



-(CH , -CH-CH r O) nT T 
ONCL 



(CH 2 -CH-CH 2 - 0) - 

nf 1 



ONO, 



whoroin nf i s an i nteg e r from 1 to 6; 

(CH-CH 2 -0) nr - - (CH 2 -CH-0) nf T 



Mf 



v 1f 



wh e r ei n R^ - H, CH 3 and nf is an i ntog o r from 1 to 6; 



(CH 2 ) n3 ^0- 



— (CH 2 ) 



n3 
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wherein n3 is an integer from 0 to 5 and n3' is an integer from 1 to 3;-ef 




(CH 2 ) n3 .-0- 



OOH ( CH 2)n3~ 



in which n3 and n3' hav e tho m o an i ng m e ntion e d abov o ; 



R is the radical of an analgesic drug having of formula (II): 




'm 



1 



(II) 



wherein: 

W is a carbon or n i trogen atom; 
m is 1 an i nteger of from 0 to 2 ; 

Ro = [[H,]] -(CH 2 ) n -COOR y , wherein R v = H, Ci-Cm-alkyl, phenyl, or benzyl bemq-as 

d e f i ned abovo ; 

n is an integer of from 0 to 2; 

Ri = H; when W ~ N, R4. i s the o l octronic doubl e t on nitrogen atom (froo va lo nco); 
R2 is selected from the following groups: 

- phenyl, optionally substituted with a halogen atom or with a group selected from - 
OCH3, -CF 3 , nitro; 

- mono or dihydroxy-substituted benzyl, preferably 3,4-dihydroxybenzyl; 

- amidino group: H 2 N(C=NH)-; 
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a radical of formula (IIA), wherein optionally an ethylenic unsaturation may be 
present between the carbon atoms in position 1 and 2, or 3 and 4 or 4 and 5: 

R 8 R 7 Re R 5 R4 
Q- 5 (CH) p3 - 4 (CH) p2 - 3 (C) pl - 2 CH- ! CH 

(R6A)p 



(IIA) 



wherein: 

p, pi, p 2 are integers, same or different, and are 0 or 1; 
p 3 in an integer of from 0 to 10; 

R 4 is hydrogen, straight or branched d-Ce-alkyl, free valence; 
R5 may have the following meanings: 

- hydrogen, 

- straight or branched Ci-C 6 -alkyl, 

- C 3 -C 6 -cycloalkyl, or 

- OR A , Ra having the following meanings: 

- straight or branched Ci-C 6 -alkyl, optionally substituted with one or more 
halogen atoms, preferably F, 

- phenyl optionally substituted with a halogen atom or with one of the 
following groups: -OCH 3 , -CF 3 , nitro; 
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R6> R6A, R7, R8. the same or different, are H, methyl or free valence, with the 
proviso that when an ethylenic unsaturation is present between C1 and C 2 in 
radical of formula (MA), R 4 and R 5 are free valences able to form the double bond 
between C1 and C 2 ; if the unsaturation is between C 3 and C 4> R6 and R 7 are free 
valence able to form the double bond between C 3 and C 4 ; is the unsaturation is 
between C 4 and C 5 , R 7 and R 8 are free valence able to form the double bond 
between C 4 and C5; 

Q is H, OH, OR B , Rb being benzyl, straight or branched CrC 6 -alkyl, optionally 
substituted with one or more halogen atoms, preferably F, phenyl optionally 
substituted with a halogen atom or with one of the following groups: -OCH 3 , - 
CF3, nitro; or 

Q may have one of the following meanings: 

- straight or branched d-C 6 -alkyl, 

- C 3 -C 6 -cycloalkyl, 

- guanidino (H 2 NC(=NH)NH-), or 

- thioguanidino (H 2 NC(=S)NH-) [[.]] A 

in formula (II) R 2 with R1 and with W = C form together a C 4 -Ci 0 saturated or unsaturated 
ring. 



2. (Canceled) 



TECH/5353 19.1 



- 10- 



Application Serial No. 10/537,439 
Attorney-Docket No. 026220-00066 



3. (Currently Amended) Compounds according to claim 1 , wherein characteriz e d in that 

in formula (I): 

cO is I ; 

bO i s 0 or 1; 

kO i s 0 or 1 ; 

&k? -, ~H; 

K i s (CO) or th e b i va le nt rad i cal (1C) as defin e d in c l a i m 1; 

B - Ts -Xa-Te* wh e r ei n 

T B - (CO) or X, i n which X - O, S, NH; 

w i th th e proviso that: 

wh e n bO - 1 and kO - 0, thon T e ^-(GQ^ 

wh e n bO - 1 and kO - I , boing K - (CO), thon T 6 = X as def i n e d abovo; 

T m ~ (CO) or (X), whor e in X i s as dof i nod abovo; 

wh e n cO - 0, thon T gt - O ; 

th e pr e cursor of B is N acotylcyst ei no or f e ru li o acid; 

C - b i va l ent radica l hav i ng tho formu l a T 6 -¥- 

wh e r o in 

T e - (CO) or X boing as dof i nod abovo ; 
with tho prov i so that when bO ~0 and kO - 1 : 

— T 6 ~ (CO) whon K~(1C), 

- T e - X as dofinod abov e whon K - (CO); and 
Y is has on e of th e fol l ow i ng m e an i ngs : 
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» I 



Rnx Rtiix 

i I 

Rtix 1 Rtiix- 



wh e r ei n: 

nIX and n ll X ar e 1; 

RflXrR?4X:VRT4W<l-RT4JX:-^H : e44T 

¥ 3 i s s ele cted from tho fo ll owing biva l ent radica l s: 




N 
H 



N- 



N 



H 



N. 



N' 



-(¥43)- 



or Y may be: 

an alkylenoxy group -R'O- in which R' is straight or branched C 2 -C 6 alkyl; or 



(CH-CH.-0) nr 



R if R if 



whero i n R i f- H, Chb and nf l i s an i ntog o rfrom 1 to A\ 
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(CH 2 ) n3 .-0- 



wherein n3 is an integer from 0 to 3 and n3' is an integer from 1 to 3; 
R is the radical of an analgesic drug [[having]] of formula (II): 

R 2 W (CH 2 ) m — I (H) 

R. 

wherein: 

W is a carbon atom; 
m is [[0 or]] 1 ; 

Ro = [[H or]] -(CH?)n-COOH -(€H a ) fl , COOH , wherein n is an integer of from 0 to 2; 
Ri = H; 

R2 is selected from the following groups: 

- 3,4-dihydroxybenzyl; or 

- a radical of formula (HA) as defined in claim 1 , wherein: 
p and pi are are 0 or 1 ; 

p 2 and p 3 are 0; 

R 4 and R 5 are hydrogen, straight or branched d-C 6 -alkyl or free valence; 
R 6 and R 6 a are H; 
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with the proviso that when an ethylenic unsaturation is present between Ci and C 2 in 
radical of formula (MA), R 4 and R 5 are free valences able to form the double bond 
between Ci and C 2 ; 
Q is H, CH 3 or 

- guanidino (H 2 NC(=NH)NH-), or 

- thioguanidino (H 2 NC(=S)NH-); 

in formula (II) R 2 with Ri and with W form together a C 6 saturated ring. 

4. (Currently Amended) Compounds according to claim 1, wherein when in formula (II) W 
= C, m = 1 and R 0 = -(CH 2 ) n -COOR y , wherein n = 1 and R y = H; R 2 and R| with W as 
defined above form the cyclohexane ring; the drug precursor of R having the formula R- 
NH 2 is known as gabapentin; 

wh e n i n formu l a (II) W - C, m - 0 and R 0 if d e fined as for gabapont i n w i th n - 0; R , 
=44r-R 2 i s th e rad i cal of formu l a ( II A) i n which p - p t - 1, p g^-p 3 -^Q r R 4 -^-R & ,=^Rg^R 6A -= 
H, Q - H; th e drug procursor of R hav i ng tho formu l a R NhU i s known as norva li no; 

wh e n i n formu l a (I I ) W - C, m - 0 and R 0 if d e fined ao for gabapont i n w i th n - 0; 
Ri^-HpR g i s tho rad i ca l of formula ( II A) i n which p - p i — I , p^^-p 3 ^Q 7 -R 4 ^R § ^Re^Rg A 
- H, Q i s th e guanidino group; th e drug procursor of R hav i ng tho formu l a R NH 2 4s 
known as arg i n i no; 

wh e n in formula ( II ) W - C, m - 0 and Rq i f defined as for gabapontin w i th n - 0; R t 
=44rR 2 i s th e rad i ca l of formu l a ( II A) in which p - p 4 -^ T ^ 2 -^-p 3 ^-Q T -R 4 ^R § ^R 6 ^Rg^= 
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H, Q i o tho thioguanid i no group; tho drug precursor of R having tho formula R NH 2 -is 
known as thioc i trull i no; 

when in formula (II) W = C, m = 1 and R 0 if defined as for gabapentin with n = 1 ; 
Ri = H; R 2 is the radical of formula (MA) in which p = Pi = P2 = P3 = 0, R 4 = H, R 5 = Q = 
CH 3 ; the drug precursor of R having the formula R -NH 2 is known as pregabalin; 

when in formula (II) W = C and has (S) configuration, m = 1 and R 0 if defined as 
for gabapentin with n = 1; Ri = H; R 2 is the radical of formula (MA) in which p = pi = p 2 = 
p 3 = 0, R 4 = H, R 5 = Q = CH 3 ; the drug precursor of R having the formula R-NH 2 is known 
as (S)3-isobutilGABA; 

wh e n in formu l a ( II ) W - C and has (S), m - 0; R Q ^-R 4 - H; R 2 is th e radica l of 
formu l a ( II A) in wh i ch p - P4^4 T -p 2 ^ 3 ^0 r R 4 ^R 6 ^-R 6 ^R6A ~ H, Q i s tho guan i dino 
group; tho drug prooursor of R having tho formu l a R Nhk i s known as agmat i no; 

when in formula ( I I) W - C, m - 0; R 0 i f d e fined as for gabapent i n w i th n - 2; R 4 -= 
Hj-R a i s tho rad i cal of formu l a ( II A) i n wh i ch p ~ p4^fi 2 ^p 3 -^Q r -R 4 -afld-R 5 ar e froo 
valoncos and b o tw oo n Ci -aftd-Ga th e re is an e thylonic unsaturation, Q - H; the drug 
procurcor of R hav i ng tho formu l a R NH 2 i s known as v i gabatrin; 

when in formula ( I I) W - C, m - 0; R 0 i f dof i nod as for gabapontin with n - 0; R 4 -= 
Hr-R g i s tho 3,4 d i hydroxybonzy l rad i cal; tho drug precursor of R hav i ng tho formu l a R 
NH 2 i s known as 2 am i no 3 (3,4 d i hydroxyphony l propano i c acid (dopa) . 

5. (Canceled) 
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6. (Currently Amended) Compounds according to claim 1 selected from: 1-[4- 
(nitrooxymethyl)benzoylaminomethyl]-cyclohexaneacetic acid (XVA), 



O 




ON0 2 



(XVA) 



1 -[3-(nitrooxymethyl)benzoylaminomethyl]-cyclohexaneacetic acid (XVIA), 



O 




'N 
H 



ON0 2 




O 



OH 



(XVIA) 



1-[2-(nitrooxymethyl)benzoylaminomethyl]-cyclohexaneacetic acid (XVIIA), 
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0 2 N0 




(XVIIA) 

1 -(4-nitrooxybutanoylaminomethyl)-cyclohexaneacetic acid (XVI I IA), 

O 

0 2 NO^^A n 

H * ' OH 




O 



(XVIIIA) 



1 (nitrooxym e thoxycarbony l am i nomethyl) cyclohoxanoac o t i c ac i d (X I XA), 



0 2 NO^O^\ 
H 




OH 



(XIXA) 

1 {M (nitrooxymothy l )bonzoy l oxy]m e thoxycarbony l am i nomothy l ) oyo l ohoxaneaoot i c acid 

(XXA)r 
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(XXA) 

1 {[3 (n i trooxymothy l )b e nzoy l oxy]m e thoxyoarbonylam i nomothy l ] cyG l ohoxanoacot i c ac i d 

(XX I A), 




(XX4A) 

1 [[2 (n i trooxymothyl)b e nzoy l oxy]mothoxycarbonylaminomothy l ) oyG l ohoxan e aoot i c acid 

(XXIIA), 




(XX I I A) 

1 [3 (n i trooxymothy l )phonoxycarbony l am i nomothy l ] cyc l ohexanoacet i c ac i d (XX I I I A), 
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(XX I I I A) 

{2 m e thoxy A [(1E) 3 [4 (n i trooxybutoxy) 3 oxa 1 proponylphonoxy] carbony l am i no 

m e thy l ) oyc l oh e xanoac e t i c ao i d (XX I VA), 
O 




(XX I VA) 



3-(S)-[4- (nitrooxymethyl)benzoylaminomethyl]-5-methyl-hexanoic acid (XXVA), 
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(XXVA) 

3-(S)-[3-(nitrooxymethyl)benzoylaminomethyl]-5-methyl-hexanoic acid (XXVIA), 




Me Me 



(XXVIA) 

3(S)-[2-(nitrooxymethyl)benzoylaminomethyl]-5-methyl-hexanoic acid (XXVI IA), 
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(XXVIIA) 



3(S)-[4-(nitrooxybutanoyl)aminomethyl]-5-methyl-hexanoic acid (XXVIliA), 



O 




(XXVIIIA) 



(S) [A (nitrooxym o thoxycarbony l )aminomothyl] 5 mothyl hoxano i c ac i d (XX I XA), 

O 
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(XX I XA) 

3(S) {[2 (nitrooxymothy l )bonzoyloxy]methoxyoarbonylam i nom e thy l } 5 m e thy l hoxano i c 

acid (XXXA), 




(XXXA) 

3(S) {[3 (n i trooxymothy l )benzoy l oxy]mothoxyoarbony l am i nomothy l ) 5 mothy l hoxanoic 

acid (XXXIA), 




(XXX I A) 

3(S) [4 (n i trooxymothy l )bonzoy l oxy]m e thoxyoarbony l am i nom o thy l ) 5 m o thy l h o xanoic 

ac i d (XXX I I A), 
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0 




r4 


1 






' OH 



ONO„ 



X 



Me Me 
(XXX I I A) 

3(S) [(3 nitrooxymothy l )phonoxycarbony l am i nom e thyl] 5 m e thy l hoxanoic acid (XXX I 1 1 A), 




Me Me 
(XXXIIIA) 

3(S) {2 mothoxy A [(1E) 3 [A (nitrooxybutoxy] 3 oxa 1 prop e ny l phonoxyjcarbonyl 
aminomothyl) 5 m e thy l hoxano i c acid (XXX I VA), 




(XXX I VA) 
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1 [4 (nitrooxybutyloxyoarbony l )aminomothy l ] cyolohoxanoacotic add (XXXVA), 



O 




(XXXVA) 



7. (Previously Presented) Compounds according to claim 1 , in combination with NO- 
donor compounds. 

8. (Original) Compounds according to claim 7, wherein the NO-donors contain in the 
molecule radicals of the following drugs: aspirin, salicylic acid, ibuprofen, paracetamol, 
naproxen, diclofenac and flurbiprofen. 

9. (Previously Presented) Pharmaceutical compositions comprising compounds 
according to claim 1 as active ingredients. 

10. (Previously Presented) Compounds according to claim 1 to be employed as a drug. 

1 1 . (Withdrawn and Currently Amended) Us e of A method of treatment of chronic pain 
comprising administering an effective amount of the compounds according to claim 1 fef 
pr e paring drugs for chron i c pain . 
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12. (Withdrawn and Currently Amended) Us e of tho compounds The method according to 
claim 1 1 , wherein the chronic pain is neurophatic pain. 
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